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In the Claims 

1-21 (canceled) 

22 (cuircntly amended). A method for determining the sequence of a polynucleotide, 
comprising the steps of: 

i. reacting a target polynucleotide with an cn/ymc that interacts with and 
processes along the polynucleotide, under conditions sufficient to induce cns^c activity, and 

ii. detecting confbraiational changes in the cnzynie as Ihc enzyme processes 
along Ihc poIynuclcolid»3, and thereby detennining the sequence of the polynucleotide; 

wherein tlie enzymo comprises a-4wst bound fluorescent molecule, Uic charticteristics of 
which alter as the enzyme undergoes a eonfonnalional change, and wherein the target polynucleotide 
docs not comprise a labclj5fimito,..dunnH^ a 
iLOALsdim-wuC.s tep_iin§_ca 
inonomer s d o not co mn riso a labc^ . 

23 (previously presented). The method according to claim 22, wherein the cnTiyme is a 
polymerase enzyme, 

24 (previously presented). The method according to claini 22, wherein the enzyme is a 
hclicase enzyme or a primase enzyme, 

25 (previously presented). The method according to claim 22, wherein the enzyme is 
immobilised on a solid .support. 

26 (previously presented). The method accoMing to claim 25, comprising a plurality of 
enzymes immobilised on the solid support. 



27 (canceled). 

Il:V1t)c\(iiu\Aniil\CUG.S9aan(l.nivil.0<>c/DNU/).l 
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28 (currcnlly amended). The method according to claim 22, wherein tlic on/yme comprises a 
bound Jitbcl Jliat interacts with the-first bcnyid. fluoresceat moleculo, wliereintlic dcgi-cc of interaction 
is dqieiidcnt on a conformational change in the cnzymo. 

29 (canceled). 

30 (curronUy amended). Hie method according to claim 28. wherein tho-fitst bound 
fluorescent molecule is an energy acceptor and the bound label is an energy donor, or wherein the 
fi«t bound fluorescent molecule is an energy donor and the bound label is an energy acceptor, and 
wherein step (ii) is carried out by measuring energy transfer between tlie-first bound fluorescent 
moleculo and the bound label. 

31 (canceled). 

32 (prcviouslyprcscHled). The method according to claim 22, wherein Step (ii) is carricdout 
using confocal microscopy. 

33 (previously presented). The method according to claim 32. wherein step (ii) is carried out 
by Iluorcscencc imaging. 

34 (currently amended). Tiic mctliod according to claim 22. wherein step (ii) is carried out by 
measuring a polarisation cnecl consequent on the altered characteristics of th&^first bound 
fluorescent molecule. 

35 (previously presented). Tho method according to claim 34, wherein step (ii) is carried out 
by fluorescence polarisation anisotrophy. 

36-40 (canceled). 

lI;\tl«VtuWn)c|St4jn-g9.amil.fiiwl.dcic/DNa/sl 
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41 (currently ajncnclcd). A solid support comprising at least one immobilised polymerase or 
bclicasc cii?.yme, the cnzynic being labelled wilh at least one nuorosccnce resonnnr.ft Bncfgvtraiisr er 
£W?JSli.WB^donor label and at least one FRET acceptor label. 

42 (canceled). 

43 (ciirrcntly anicndcd). The solid support accoiding to claim 41, wherein the at least one 
VfeEIV fluorc^c encc re sonan ce e nergy tra ^^fcr donor label is a fluorophorc. 

44 (canceled). 

45 (currently amended). A system for determining a sequence of a polynucleotide, 
comprising a solid support-^ccordmfe^4<>claim-44-c_omprisin« at le nstono im mohilisaH pnlYiiiftr,'.<:n am 
hcJicMacnzm^CribeMl^vmc beina lab elled with at least one f l uorescence rasammc p. f^nrrgy irnn.;fW 
(EmiiailoiioLlfaielmid MJe^ and an apparatus for detecting the label. 

46 (cuTTenlly amended). The solid support according to claim 41, wherein the at least one 
I'Rrv1-Jlgp,|:QsccijCs.LQSonance enc rev transfer acceptor lahni is a fluorophore. 
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